Sir,

Valproic acid (VPA) is a broad-spectrum antiepileptic drug, commonly used for the treatment of epilepsy. The best results are seen in symptomatic generalized, partial, and localization-related epilepsies. In addition, VPA is useful in bipolar disorder, migraine headache, and diabetic neuropathy-related pain.\[[@ref1]\] Valproate provides an advantage of fewer troublesome adverse effects than older anticonvulsants. Common adverse drug reactions (ADRs) of valproate are nausea, vomiting, sedation, dizziness, rash, alopecia, and weight gain. The rare ones include fulminant hepatitis, pancreatitis, encephalopathy, and pedal edema.\[[@ref2]\] The adverse effects it provokes can be dose dependent or idiosyncratic.

Acute pancreatitis is a rare, serious condition resulting from various factors such as gallstones, alcohol consumption, trauma, viral infection, and certain drugs (tetracycline, steroids, diuretics, co-trimoxazole, etc.). Drugs are responsible for 0.1%--2% of acute pancreatitis incidents.\[[@ref3]\] Sodium valproate is one of the common drugs which can result in drug-induced acute pancreatitis. Its incidence has been found to be higher in children and young adults.\[[@ref4]\]

Here, we report our experience of a patient with generalized tonic seizure disorder who developed acute pancreatitis caused by sodium valproate. The patient was a 22-year-old man, a known case of generalized tonic-clonic seizures for 6 months. He was prescribed oral sodium valproate 400 mg/day and was continuing the same for 6 months. After 6 months, the patient presented in the emergency department with the complaint of pain abdomen for 1 day. It was sudden in onset, progressive in nature, and associated with nausea and vomiting. There was no history of alcohol intake, smoking, gallstone disease, abdominal trauma, recent viral infection, concomitant self-medication, etc., On examination, the abdomen was distended, and moderate tenderness was present over the epigastric region. Routine tests were within normal limits. However, tests indicative of pancreatitis such as serum amylase and serum lipase were found to be markedly high at 813 U/L (seven times the normal value) and 762 U/L (six times the normal value), respectively. In an ultrasound abdomen, the pancreas was seen obscured. On monitoring, the plasma level of valproate was determined to be 67 μg/ml.

As the other possible causes of pancreatitis were ruled out, the patient was diagnosed as valproate-induced acute pancreatitis. Oral medication was stopped promptly, and intravenous antibiotics, fluid, electrolytes, and levetiracetam were started. The patient improved after 1 week and was discharged after 10 days with oral levetiracetam 500 mg twice daily. There was no recurrence of pancreatitis on subsequent follow-up. We determined the causality using the WHO-Uppsala Monitoring Centre (UMC) causality assessment scale. The causality was "probable" according to the WHO-UMC scale. This case was reported to the ADR monitoring center under the Pharmacovigilance Programme of India.

The first case of valproate-associated acute pancreatitis was reported in 1979 and since then, around 120 cases have been published in medical literature including few fatal cases.\[[@ref5]\] Management of the drug-induced pancreatitis involves withdrawal of the offending drug and supportive care to the patient. However, patient outcomes have been observed to vary from full recovery after discontinuation of drug to severe acute pancreatitis and death. We observed full recovery of the patient after discontinuation of therapy. The mechanism of injury to the pancreas due to VPA is not well understood. The proposed mechanisms of the action of VPA-induced acute pancreatitis are a direct toxic effect of free radicals on the pancreatic tissue and a depletion of superoxide dismutase, catalase, and glutathione peroxidase.\[[@ref4]\]

Pancreatitis has also been reported to develop as an idiosyncratic reaction within 1 week to 8 years of exposure to sodium valproate, with no association between dosage and serum levels of valproate.\[[@ref6]\] This case appears to be of idiosyncratic pancreatitis. The patient developed pancreatitis after 6 months of therapy with valproate. The dosage given to the patient was well within the maximum tolerated dose range.\[[@ref5]\] Similarly, the serum sodium valproate level on admission was 67 μg/ml, which was within the normal therapeutic range (50--125 μg/ml). Other VPA-related idiosyncratic reactions reported are alopecia, bone marrow aplasia, and immune-mediated hepatotoxicity.\[[@ref7]\]

Acute pancreatitis, although rare, is a potentially fatal complication in patients taking valproate. Thus, physicians should be vigilant and counsel patients about the early symptoms and signs of pancreatitis so that patients seek immediate medical attention if these symptoms develop.
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